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Supplementary Figure S1 : Injection of ryanodine does not induce mechanical hyperalgesia Different groups of female and male rats received intradermal injection of different doses of ryanodine (females: 0.1 pg; 1 pg; 10 pg; 30 pg; 100 pg; 10 ng; males: 100 pg; 10 ng; 30 ng; 100 ng) on the dorsum of the hind paw. Mechanical nociceptive threshold was evaluated before and 30 min and 5 days after the ryanodine injection, immediately before the tests for the presence of hyperalgesic priming by injecting PGE2 at the same site. Two--way repeated measures ANOVA followed by Bonferroni post-hoc test showed no significant difference in the mechanical nociceptive threshold among the different groups, even considering the three time points analyzed (F2,10 = 0.02541; p = 0.9750); no difference within each group for the three time points (i.e., the injection of the different doses of ryanodine did not cause changes in the mechanical threshold over time, F9,45 = 0.5974; p = 0.7922), and no effect of the treatment (different doses of ryanodine) on the mechanical nociceptive threshold for 
